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(57) Abstract: A medicine capable of effectively and safely enhancing the anticancer activity, especially antitumor immune of viral 
therapy; and a method of cancer prevention or treatment utilizing the medicine. There is provided an anticancer activity enhancer 
containing interleukin as an active ingredient, characterized in that it is administered together with a recombinant herpes simplex 
virus capable of selective replication of cancerous cells. 
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w m m 

[oooi] *mwn. 4^—n4^^^m^t\^x^^ 

[ooo2] ^4/v^mm(D^mmmm^xfmm±\mir^mm^mmm^m 

ffimtsftxmmxzzv^/vx&ftMrrz^t&x^Zo 

[0004] »^mm^(-J;oT«»rt(D^^^^^i-^J:5^^$^cS^^ 

^^m^wom^x^mm^i^uiro — *\ lE^itaj^^^b^m^ffl^-r/v 

[0005] ^(Dj^^M^/^^bT, f?!j^.{^, ^^7V^r>-T7^lM(^TrHSV-lJ 
dlsptkj£l>5o )&mf bth&o dlsptkte, AE^m^Xn^/^UNA^^X^ir 1 

mmx^t&^K mm^m^fmmmmxi^ mm^tmrnm^^tc^. xnvk. 

^/K*tk^ft«£;fx, V^XYZffl&rZZb&XZZo ^dlsptk^fi,»«M 
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[0006] HSV- 1 ft:, xy^n-^^tt5r*iDNA->^[C^i$tl, jS^ld^r 
fiJfc&T©#fcfcSM)(t*."CV n« 0 1) Kh<Dibbty%mm<DMmam&n~ZihZ> ; 2)? 

W LT*5«9 . Jfc^JftffcSran ^LS^^dS Rrt6-C*>5 ; 4) <7-i7K*^V i^^v > Oft 1 5 
2kb)fctel, ^*aft^^«8fe©5ft^SSia^i&tfrtdS'T?#5 0 ££>^ HSV- 
1 \Z&\JtJ&T<DM&%M%-Z> I 5)Jtt5E6<J<£V ^multiplicity of infection(M 

oi)-e^T<DjNajBao5EScds-srtM-e*>s ; 6) if m&»f&Ji-5^!M/K*^as#£*t-5 ; 
hsv- 1 \z.m^i±&^ir^V^y-/i'frffl£ir%fcfr W}Vo-e&£& J $ , %h%:<D 

[0007] itu*-eH^5SM#tt, Sf&^ffl^/v^irL-C, 7 34. 5*^£r^3c£iir, ICP 
6»fc^£TO>ffc£i3rfcHSV- 1 (£*T TG207J £ g % ) ©M3Sfc:fi;£fc4fi# 'J«rm 

P47itf^^- ( a 475t^£fcV >5) fc^f&f b&iirfcHSV- 1 (J^T TG47 A J bm? 0 

m&.&. &ftxmi&&Tfiimff3&i5&&mo )mu mibu^ G20733J: 

[0008] $e>^ ^^dSjE^/^^SrfflV^W^^J;9, flt&ftiS^ft 

(#M«)^G207^tt^^^i-§^.N18^^^j-i-a#MW^lHM*tt 
TM (cytotoxic T lymphocytes; CTL) (D?gtt_h#^#5^#tt^Lffi«^^^fl 
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ex vwomiz.it^-xm^h'o, wM^^m^t^mmjmm^M^^xm^ 

#8T-^ftU :US2002/0187163A1^£# 
##fF3Cifcl:Martuza, R.L. et al.; Science 252: 854-6 (1991) 
##f^ife2:Chahlavi, A. et al.; Neoplasia 1: 162-169 (1999) 
##fr3Citfe3: Hunter, W. D. et al.; J Virol 73: 6319-6326 (1999) 
##f^i^4:Chahlavi, A. et al.; Gene Ther 6: 1751-1758 (1999) 
##fr3Ciik5:Nakamura, S. et al.; Glia 28: 53-65 (1999) 
##fr3Cik6:Todo, T. et al,; Hum Gene Ther 10: 2741-2755 (1999) 
##fF3tifc7:Todo, T. et al,; Hum Gene Ther 10: 2869-2878 (1999) 
##ff^Cft^8:Todo, T. et al,; Cancer Gene Ther. 7: 939-946 (2000) 
##fTOti£9:Markert, JM. et al,; Gene Ther. 7: 867-874 (2000) 
##fTOtiSfclO:Todo, T. et al,; Mol. Ther. 2: 588-595 (2000) 
##f^ifell:Nakano, K. et al,; Mol. Ther. 3: 431-437 (2001) 
##fT3tifel2:Varghese, S. et al,; Hum. Gene Ther. 12: 999-1010 (2001) 
##IT-3Ciifcl3:Jorgensen, TJ. et al,; Neoplasia 3: 451-456 (2001) 
##fT^Ci^l4:Todo, T. et al,; San Diego, Academic Press:45-75 (2001) 
##fr^tikl5:Todo, T. et al,; Proc. Natl. Acad. Sci. USA 98: 6396-6401 (2001) 
##fF3tikl6:Toda M. et al,; Hum. Gene Ther., 10: 385-393 (1999) 

[0009] G207^(D|amx.^M— /V^W(£JIT, ^TO&X.HSVji:V>5o )3rfflV> 

v ^xm tem&ztiz t it mbfo \ 
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[ooio] m&z.nsvK£z>&mftm&. m{¥m&m^zbte<m&^ttf^mM&$> 

[0011] W/wift©^S#ffl, #H:*ye«^iKf^fflSr«r*«J36^o 

[0012] «§K#te, ±iE»jBjc«^T«stw^^mfefe3is*, jcasv >-c, mm 

[0013] SP^^UKte, 

[2]tfriB>r^— ixy^^jss, -r^-t2^df.^i8-e^, ±ibci] icfEg^j; 
[4]tfrfsm^^.¥M^/v^ , >-r/^{i. ^©7 34 . 55t^*5j;rncp6»^as 

^^fc^^b$tL-cv -bie [i] ^ [3] <dv >-r fh^im^m<Dm ; 

*frfb$*vCV _hfB [4] fcfB#©*!l ; 

[6] m^BMx.^^.^/^^^C/v^i^ ^0^/adnaic^- n^^l2^r=3 
— K^-55t^^5im Wtg^«^-e# A£4vCV _hfE [1] [5] (DV vf*ta>l 
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[8]itfrfE-lV^— n^^dS x -T^— n^^l8-efe§, _h|E[7] \Z.WM<Dj?&; 
[9]l|fffE^>^— n^r^l8£, ^#J£-^r3, _hfB[7]£fcf3:[8] ^|B*(D^; 

[12] BU|Emmx.^M^/V^^/^fi. y 34. 5M^^*3J:tJ«ICP6itfe^ 
#>C3fc^ra^i5f fc£*VCV ^ _L1E [7] ^ [1 1] <D\ ^Tfh^rmc^mSO^m ; 
[13] BfrfEm^x.^|ie— ;V-<^4JVM^ £blC^(DlCP47mte^X£:~kf'fe 
^tetvCl^ _hfE[12] ^fEi^^fe; 

[14] mmm<D^ffi$.fctemmjjmK mms.m^m.^-<^4/^^^ 
n±mmmm^(D^(Dm(D^m^t^mm^mx^^ _lib m ci3] ^ 

[is] ^^-n-r^i 8<d^# js^Mlf ffl b-rtt^ia^rt t& 

[0014] *tt©^V^@S©-H^lC^J|©^^— n-Y^^, #^IL- 1 
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o 

[ooi5] j^t, *mmizm\<^tiz>mmm<£>mm&mmiz.u ^mm^mm^nmir^ 0 
[ooi6] *mmiz.m^xtv4^mmtn, mu^^m^^-r^tK^, &z>\^ 
i-iSi&mm^jiM^m^xv), mmmxmum-mmu lE^m^xi-mmx^ 

[0017] fcSSV ^T^-f/^ift-effiV ^tlS^^iLtit , #Jx.ii, ^SiBJ^jg^ 

[0018] y 34. 5}ft'|S^-g§if^te\ double-stranded RNA-activated protein kinase (PKR) <D 

mm^tfL^-%?>;<?mxfo& 0 JEffimB&X'lZ. HSV-l^^l^LTPKR^ 

^m^^mm^fh^o fc-c, y 34. mte^-tmmis^^t, lEmmmx^ 
j;v*(Dmmmui$foz>z-bKt£z> 0 uo>u asanas, m^.Rasiy^/vmmmm^ 
^mti^xi^mmx^PKR^irxKmm^fhXi^fc^, y 34. s^x^tcm 

Mhsv- ixhV4/^<DMm& "imtteZo 

[0019] ICP6}frfS^-te, V^^^KMtcW^^I (ribonucleotide reductase; RR) CO^-f- 

^^yh&=i—}?ir&MBTXfoZ> 0 RRmfc^-&m^fcte7f^ki-Z>b, HSV 

-im¥^mmm(AEmmm)xi-immx^^\ u$>u ftm^AsXKR^m* 
±.g-istc.mmx^ v^^<DKimmtmfrfixmm^mbt£z> 0 
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[0020] ICP47^>v ! ^5f f3\ transporter associated with antigen processing (TAP)&rPJ.ilF 

t^itaot, mwmm<DMHc ciass i<DZ&m&4&T£'&. ?^7k*^^<£>;& 

iaSfe*j!WJiaOMHC Class I^ia^^i#$^fca6, #Mt!l^3$#it3ft$ft5o 
[0021] y 34. 53t^33J;rfICP6at^^^C^*fctt^>fb$*bfeHSVi:bTtt, M*. 
}^_h^(DG207^^(f ^tb, y 34. 5. ICP6*5j;tJ ? ICP47jt^T-03o^^ : ^L 
<«TO^$^fcHSVi:bT{i, ^^±xfi<DG47A^WW5o ^"Ct, G47 

x&%> 0 

[0022] z.nhmB-Mx-usvit, ±mxmzmM(D^W:&fcittnicmTzjjmz£'DX 
[0023] «0j^#§r>-r^^fe»»f^fflii^jf*, ^v^-^^^^^l 

tt^^^tt^S^^-efe^ , ^tV*-C^IL - 1 ~IL - 29(^29 

^W^^iLT^n- ~>^£;fX7cIL- 18, IL- 12^C<p401^:/^;yr-^rU 

Cordoba-Rodriguez, R.; Expert Opin Biol Ther. 2003 Aug; 3(5) 715-23<D{5;d\ IL 
— 27# (Cordoba-Rodriguez, R.; Expert Opin Biol Ther. 2003 Aug; 3(5) 715-23) 

0*l<, fp-e^iL- 18*5 m- i2mrMxh% 0 

[0024] IL- 18te, ^-7xPy y M^H^- (Interferon y inducing factor; IGIF) tV 
>$—~7^Vl/y (J^TTIFN- y \t\^Do )m$L(Dmm, NK«^ttii5^ ])> 

[0025] mmxhffiffii¥m&^irb<Dm j &'b&z>&, +fttm%&nz> 
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©^ttt, il-i8^ n v4/^mm<D$imi¥m<D?-h, m^mm^^mm^ 

[0027] ^Wlzm^Xfe^ IL-18(D^#^^«J;6_h|Ba*^, IL-12£rffi3» 

- 18*3«fcT*IL- 12^#^i-^^^ffl^i-^(D(D^V ^Jf£ffl^»t5- 

*mWxm^^ti%M&?tiiSV<DS?;j*r)NAK, il-12St=i— K-rS3t^SrlS 

[0028] **d\ m^HSV<Dy^DNA(J:iL- 12^=i— Ki-Sit^^^^prfg^Jf A 
r^Sric*-f 5o ^n^E— fit. HSV(D^VADNA^t>^^#^i-^<D^rflJffi 
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[0029] ^mmim^m^mm^m^^ti^^-^^n, 

[0030] «§K tc««t(t«f^fflii^©S^<Rtt#lJ:lSje$^-r, 6 p "Cfe^S p ft 

gt£M, &tt8k, &mm, ^mm, mmsmo&s. mm, mm, mm&tt 

<f*Jfal00jug^Ufa25mg, &W^^(D#^{*^J0. 03^V^3000ju g/kg x 0 
*L<}20. l&v^lOOO^g/kg^ffl^&SJ^LT, ^ti^tbHa^^HKc 

[0031] ^d^^^^fflit^J^, -r^-n-r^^sr e f*^^m^ft 
x^zmfcmtmi&u i&m£tiz&m^QWflfcttzb&i$mT*3bz>o mnm 
m-m^rt-r, mm, mm, mnm, mnm, mmrnrn, ^^m, ^yy°m 
, hn-^au ka^i, m\, mmu &mm, mmmm, mm, umm, &Jtm 

r*. ifiSfflv>^tb5isfc^j, i^^j, mmm, mnm, m&m, mmm^m, &£xf 
Mmzzmmm. mtm, wmmm. wmm&m, pummm, mmm, tm 
imi^^mir^t^x^,-mmm^mm<Dmnt^xm\^ti^m^m 
&vxmmz£*)mMfc^smx&z> 0 
[0032] m^u^m, ^m, ^^v^y^m^mmmm-Mm^y^, 
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^if ;^j iLT(j: ^ 09^.rf /v, /Kytf^/i^— y^- 

xf;vt;vn-X, 77tT^, h7#Vk ify^>\ v^=^y N fcK 

, ^y^ntvy^yn- /v-zKy^-^^i/^-^n^y/Ky^— , yyvv^ 

^ B ±/vu—^ timxA^sv^ mmykm-rbv^^ y^si^/vyy^, ^ 
x.^^ry^^y^yy^, y/vy, ^y^w^yy=t— /k yy#, ^b*4^ 

(0-efeJ;<;^^m^J^LT{*, ^TM, s^yUm, ffl, fe£ 

[0033] sni^ffe js^&k ^^^^s^j^c-c^^j, jw»J, m^J, *fe&k £f 9fc 

ffifkmte}?&tiax.fz^ mmzzmm, nmm. mnm. mm. ws&mu #y°-fe 
[oo34] mm-mm<DM&Kfe, ^(Dm^m^^m^— Tr^-t 

[0035] fuyzm. msmmm. mm. m^mm^m^n, pummm, mm. mm. 
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yy/Mf*y^-/5^— k #;^M^J^43TO^)gW!li!bT«, /Ky^iy^ 
^>mikt-?i/m, *°yy/w<— hso. ^=^y^T5K\ ^y^^y^vyy/vtf 

, nm, ±mm, im ra. mm. %im, &mm, m^mm, <nm, mm 
[0037] *mmmz#ii&{£mm$m\n, wm^m^m^m.mirumK.w^^^ 

mfemzmmtsti-r, t&mnm^mm. m-^nm^x^xm^muir^b^x^ 
& 0 m%.&. mm^svtttmftmm&Mb&mmz&jj-^xh^^u \/*?tii>*— 
^^Ki^^xhxw &?£<th-jT&m v )Mv&i^xb, n^m&ft 

[0038] ^5b\ m.^Hsv(D^^m^ #™^$tvf\ fi^tHsvsye^su^r 

ka&k mmu mmm. %mmm. mmk &&m. 
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[0039] *mwtt&fz. mummum^mMrr^m.m^m.^^^^^t, 

-^j rmwmmi^^xi^ ±^(Din,m¥mmsm\^^^xm^^ti^m^tmm 

Xh%(DX\ tti*fl»t5. 
[0040] ^W^««*©^B&*fettffeSR*"*fe-CW:, n^>-<D^t>IL - 18£ 

[0041] ^^^^S<D^P^fc«^^m-e«, *&|fetHSVra\ tt£ti&j$rt 

[0042] , -iV*— tn^>\ #tOL- 18Fi, ^JS^rS^aWlfcLC fch<£>4§^\ 

&-rzzb&*smbfty, m&mz&\,^xhm^^mi¥m&nz>z.b&x%z> 0 ^\ 

[0043] *^0j!^#S^f&M*5j:^P^J^, IL- 18©^#ift^Wffl*tl^, WM 

mmnmz.Mmi-%mmx.Hsv&^t?h(Dxh<9, ^<d y 34. sit^^imcp 
mm^m^mt£Mf&xwA£tix\^h<DXh% 0 ^.<dx^ i«x.hsv^, 

G207^/V^V^^, IL-12^— KI^M^^^fE^ 



WO 2005/094867 



13 



PCT/JP2005/006398 



[0044] \m%ffi<DftmM&£Xf^®5MK^?itl%mm?LHSV^ ^(DIC 

[0045] vxr\z.^jfmm<D^%m, w^\n^xxm^m\wmw^(r)xm, ^mm 
fe^T\^irM;{$mzmm£n%h<nxfe?j:\\ mm^-n, ur^-rmmm^ 
m^^m^MK.x^mm^m±mKmmir^t^x^, ^^mm^m^w 

mmm i 

[0046] [IL-18^G47A(D#ffl^(D^j^ 

VxMm^Ty^tVXm^^fCo Neuro2ate, HSV^^^^^tt^L, A/J^X 

mh\z.<\^v*;vxihz>b^7Lh^ ^(D^^xmrn^^-r-b^x^ti^ m 

(Dm^h^$j)X&Z>b^Z.Z>Z-b&X%Z>(Todo, T. et al.; Cancer Res. 61: 153-161 
(2001\ Katsanis, E. et al.; Cancer Gene Ther., 2: 39-46 (1995) N Katsanis, E. et al.; 
Cancer Gene Ther., 3: 75-82 (1996)^ Heuer, J. G., et al.; Hum. Gene Ther., 7: 
2059-2068 (1996)) 0 

[0047] gfti^S-emmyiofrtf/W^^^, 6-7|ZE-f ol^t^t^ 2o©G47A 
g^|¥^te;G47A (lX10 6 pfu)^. 2o(DG47A#S-^-i¥(|E|cf j rmockJ-e^tL 

z>) Kfe, io%?y^v—sv*^m>mmmik^m&m.7K (pbs) o 0 n bs 0 

[0048] G47 A ^-^-P*5j;tJ?#^^0^^1l^^, IL- 18 (1 /z g/ 0 ) 

m^i^t-^PBs^, o p 0 0 , MKrt^ait^^-L/io g^ii^ 

«J5£U X ijig X rft$ (mm) KXVfcm&^&tio 
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[0049] ±|BW«Sr2iaj|ft«9aSb^:jfif*SrBll^'t-o V>T^I*lfe^*3V>-Ct>^ G47A& 
[0050] *fc, 2o(Z)G47A#^^(#*Dj;tJ ? 0)^^^^ i ^i 2 , 1 /z g/ B 0>IL-1 

smstisttttt. msitm&^&fo ^k&mm$titc 0 

[0051] [IL- 18£G47 A <D{#ffl&^J:3^fii5:feSOff ^0 

BlKO^H^WIft^V^r, G47A^-/lL-18g:-$-#, G47 A 18 
G47 A#^/IL-18^S¥, G47 A#^/IL-18#^^(D^ 

20 0 a ^3ee-t oittiu #^^<Di»)»jHej9asrjsmu^o jm§m&(^ 

2 X 10 6 ^@) -^W-r^>G-T?l!frM3gNeuro2a#BJ}& (5 X 10 5 ) (D#^T*fcfi# 

#&t-c, ifn- 7 m^Ka-e^24B#r^, iL-4M^a-ef*480#r^- : etL-?:W ; & 

*Ut, IFN- 7 *fcmL-4jg£«<£>i$Cf3\ ELISPOTT^ir-r^J;«9SiJ^L7t 0 
[0052] ^^l32lcl^i- 0 G47 A So £tftL- IS&ffimWL&JtzMT*^ Neuro2aM 
Of |J*^J:5IFN- y m^P^Jt^bT®^^itiPb/c 0 IL-4S£ 

G47A&-^/IL-18l£^BrC\ 2-D(DG47 A4¥^mX^0hmM^mM 

ut&, G47 a &&/TL-i8&&^mt<Dm\ttmMtem*&bntefi^fZo 

[0053] [G47 A /IL- 18#fflS^©»KJBl»|!^l!:^5t^3»m] 

G47 A asitttL- 18<DWffl^^^, ^#t^tWSEl^&JKi^©ii3ft^flSI8b 

[0054] ^^M#JOM$R^li:^4mm(DNeuro2a^T®^M«r*i-5A/J^^^^ 
m\ G47A^miat, &M<DmmffiS&\ftfc<Dfr.G47 b (2X10 6 pfu)^ G47 

-ettO0 a £3 0 g(D2dk ^#-£Ufc(#6|ETo) 0 
[0055] — IL- 18$^|^a3:IL- 18 (1 n g/ 0 ) &\ IL- 18#^^^{*PBS^ 
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$ x m x m£ (mm) izxyiffiM&Mibfca 

[oo56] Mt%k&m3K7jk-t 0 ^(Dmm^wm^mMKm^xi^ ga7 a & mmt-^uz 
m(a)^ G47A#u^m(o&£xF*)bmnftm&&bftft^fc&^ G47A 

[0057] Z.<Dffi^b, IL- 18*fc}2G47 A ^^^tt^a-e^^b-Ob^tt^M^ 

tKXox^\mmm^mmm^ti, ga7 a stis^ltv ^mmmmmm^ 
mmm 4 

[0058] K^<7^-:i3ft3lL- 18^G47 A (D#ffl^(Dgtl^:] 

mU mmmMtm&m6mmlCt£^fdk<D>k, ^6-7EE*f oiLt, G47A&-^ 
/IL-18i£-$-g^ G47A^/IL-18#^S¥, G47 A #&-^/IL- 18j£-^ 
G47A#S^-/ / IL-18#^l¥^4^^^it/c 0 & J *m&£Tfi&ttW:^ 

[0059] H4^-To 2o(DG47A^^(D*Dj;^B)« N 2otf)G47#N£^-l¥( 

O^XXim) ^JttSELT, fi«#:»^ii*P^^^^$iJ$^^, G47 
P (□) G47 A ^JOTL- 18(D{#ffl&^8¥ (■) im^t&HteJ^n&^ofc 

o 

[0060] ^.(D^^h, IL- 18{#ffi&^J;3G47 A^Sf^fflif S&^te, Ty^8f<<Z) 
5 

[0061] [Smidfel^ WG47 A (DV^/^Mm^tt1-%lL-l8®i-$-<DBW~) 

iH^6mm(Z>Neuro 2a^ TMM&^ir& A/J-^^ffl V > , fi^iTO ft (-G47 
A^#rf^bfc(O0 g) 0 ^<D^7*<D5^IL-18^Sm^L-18(l,zg/ 
0)£r, IL-18#}£«^«:PBS^O0 @^6 0 g*-e7tU, MK^^a*!-^ 
Lfco G47A^^^, 30^, 2 0i^40fL 70f^ll 0f Ktl^il3 
E©v^^^T««!iiL, ««rttC#^i-^G47 A(D^7ft^ ^y—^Tv 
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[0062] M;%k&m5K7jk-t 0 IL- 18i£«£ (■) XU. V^fr<DB#j&fc:j3 

[0063] Z.<DW$kfrb. IL- 18©{#ffli£-^U;3G47 A ©£fcgf£ffl*f G47 A W-f 
»#!J 6 

[0064] CTy^-?^f-^ir5/hte^T^*5tt§G47 A tIL~ 18(D#ffl^-^-(D^l^ 

$tCD4^C#:*7t«^LCD8^:#:^ffl V Neuro2a^Tffi*^i-^A/ / J-^^ 
^^o(t§CD4^ttT!J^/-?^fc^CD8|^ttTy^/-?^^te^ ) $^:, G47 A fciW 

l - 1 8(DfM ^ [£& n^fih<D^mm<D m^m^t' 0 

[0065] 5-6mm(Z)Neuro2a^Tffi5K/m^^^'i-SA/ / J^r>^^, 6-7K-f o^^ft 
„ 4o(DG47 A &-^^teG47 A (2X10 6 pfu)^, 10(Z^f»(E|cF TMock+P 

BSj -e^$tv§) I0%yy±v— /vSr^-tf y^MteBNt^^a^4fc!K (PBS) «\ 

o 0 @ ^3 0 g ©20, ^sm^rt t-a*f^bfc 0 

[0066] G47A^|^©5^^^,IL-18(l jU g/ / 0)^flJl©^^»PBS^ 0 0 g 

a>e>6 0 g irefe 0 , flfflsrticai+s-^bfe, 

[0067] CD4»ttTy^-?^te?SW;R CfcE9) ~ef3\ G47 A Jfc-^/lL- 18g:^<D2#£G4 
7 A 18#^(D2p(D5^ ; etL-€tLl^^ N #lCD4#l#: (250 /z g) £G4 

7A^<D10ftf, 20 1,60 1, 120 SfCjffleftfci^Ufco $tCD4^i#:^ 

[0068] CD8^ttTy >v$J$#i?&K;ft (^El) ^CD4#Lf£<£>ftt><9 ^$tCD8fet#: (50 

n g) ^rffl v ^xcD4m'mrv>^m^MU.mtmmKmn^tc 0 

[0069] J©KM»$'J^U X m X (mm) f^fW^&fCo 

[0070] f^^me\^-r 0 G47AffimizmzMir%iL-i8i#m\z£%Mm))m-z. cd 

4^ttTy^^^©te^^^^^#^ft^^ofc^,CD8^ttTy^^^^te^$ 

Ttzts iL-i8mmK£z^ftmm&&&&m&ut<, ^.co^t^h, il-is# 
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[oo7i] mmmK%rtz>G47 a *3,};t*il- i8<Dm-m& j *<D%i&) 

Neuro2a*fflJJ££A/J^;*<Dj»^5X 10 4 j@^«U 5 0&i&*£L G47A^ 
G47A (2X10 5 pfu)^. G47A#^^^{ilO%^y-fen— /V^tpPB 

(l^g/0)£,#&^8^tePBS£r, G47Ai£-^-0P g;Nb6B B liTCfe 0 , IfiJK 

[0072] ^^H7^i- 0 G47A*5j:mL-18(Df|fffi^^(D^#^^«, feOp^ 

frltCo 

[0073] 

8 

[0074] [JL-12<Dmffi19L J 3-iZ£^ BM^HSV (mm^) tlL~ 18 (^#^) (D^ffi 
ifcfc, _h3^<D||J6^|^L^G47 A (MBf ML- 18 (^#^) <Df#ffl ^ 

*mmm-?fe, il- 12^-Ki-^jt^^-^iamx.Hsv^/^^v^i^Ab 

*1\ IL-12<Dmmm$L(7>fcib\^ m8K?jkirX^ IL- 12^=t— Ki-?.jt^ 
^mWfg*#^-C#AU7cG47 A ^/K*DNA(^TlT-mfIL12j £V^o ) £r 

L 

XIU IB?IJ^P^i~§inverted repeat sequences-Cfc£ 0 T— mfLl 

s 

2{3, y34. 5©S3t-(;i. Okb(D^^ N ICP47M4t-312bp(D^:^^rtl,-^ 
tt^-f-^^^^, ICP6»^^-(DScaI-XholM5A^t-894bp(D^:^^-r^o IC 
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Laczat^^-^jfAbfco my, x^^m^^m^h^o njsncol b s « 

BstEIL StfSStuL XtSXhoL BteBamHL ScfiScaL GteBgUL ENfSEcoNL 
NrfSNruI^ £%>ffl |£|fW&<Sr^*f"o 
[0075] ^mM(DmMKW.W^5rmn(DNeuro2a&TmmmM^i-^AXj^^ 
T-mfIL12&^-P^te, ^#JCDffi^m^rt^©^T-mfIL12(l X 10 6 pfu 

0%^!Hrn— /V&r^fr PBStf^&r, ^tl^tlO B @ ^3 0 g(D2HIffiHlS-^b^:(# 
5-62E-fo) 0 

— IL- 18i8!-£#te:tt\ IL- 18 (1 /x g/ 0 ) Sr. iL-^g^i&fcfctPBSSr, 

XiX rft$ (mm) {C<fc9#3i£r3fc«>;fco 
[0076] 5^&r®9^i- 0 H^rMock + PBSj^, T-mfIL12*5J:rj ? IL-18(DV^'ftb 
fc^-S-Ufc^ofcP, TMock + IL - 1 8 J fcfclL - 1 8©^#S-^-<?5^fToT^/^Sr 
S^U^ofcP, lT-mfIL12 + PBSj fSlL- 12&ft&.'f-Z>M&7LHSV<DfyjSt 
#LTIL-18£r&#Lft/^o*rJ^ rT-mfIL12+IL-18j^, IL-12£r38^f 5 
*&ifc;tHSW>MBrJSt££iL- l8<D^#&^&r{*fflL*rJ^ tttiZzfimlTo 

&m<omm\^Mirc^ w^^#3Ko^j;t;«) isut^-c, T-mfiLi2<D 

^W^(<>)^fi«©ii^^^^0|j^^,T-mfIL12aL-18(D^ 
ffl (♦) ^£9, $^^##^v^ffi»^im^bf'o 

♦) kx<9. fflmB»&&&miz.m&£ti. T-mni.i2mm^-mtmM^m^ 

IL-18(D^#^^^1iM*(D^^^^^^^$ljT^V^^^SoV^, 
IL - 12S^^Srm^ii^^mm^LHSV<D^JitJK^dSlL- 18(D^#^^-#ffi 
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[0077] [Ell]^TNeuro2affi^#i-§^^^(D, G47 A *3«f0«IL-18(O^ffllS-^<D^ 

[E121G47 A &J;T*lL-18tf>#JBiS^t£j;5 x JllllBWJ^J*^^t-«J»3Wlte©fl* 
[03]G47 A *5j;tJ«IL-18©^S-^H^t«, G47 A #^<D^Piffi^M^^i-^ 

[MIL- 12Sr=i— Ki~Sit^SrlSm Wfg**^'e#AL7tG47 A W/^DNA 
(T-mfIL12) <D#5tSr^i- 0 

[Bl9]M#J^^TNeuro2alll^^#-r§^^^, IL-12^m*t"6G47 A (^fflOJHSK 
-MBffJ^) *5itWL-18 &WB#-£Uy§£^ -M/l^S^^L 
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m^mm 

[2] 4>?-v4*>18XfoZ>, it^«l^fBtt(D^J 0 

fBigc^Jo 

[7] mmmm^m^mm-r^mmx.^m^^^/^t^ -oz-n^^titw 

[8] fijfB^^-n^^^ N ^-P^dr^l8^fc5, »^il7^fB*c<D;^fe 0 

[9] itrfB^^-n^^i8^, ^#^^-r^>, m$v%8\z.mi&<Djjm 0 

[11] BtffBla^X.^M^/^^^/^fi^ -^(D^V^DNAt^^— t3^3f-^ 12^=1 — 

[12] itfffBmm^lfc^/V^^/K*^ y 34. 5itf5^*5 imCP6itf5^^^: 
^*7t^^k$tvTV^.ff^il7^^11(DV>T^^lil^lB«^)^o 

[13] fi|fBmmx.^M---/V^^/^«, £^«<DICP47MfSW^;£fcteTO 
te^bTV^, f*^ill2^fB*(^^ 0 

[14] mf|ES(D^^7c}i^^&^^ ttjfBmmx.mM—/v^^-r/^^^$^c 

^lilt-fBiccD^'ico 
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[15] 4>?-v^>i8<D^&^tffimvxmmffiMftKmM&^nz^b&wm 
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